Targeting immune pathways in breast cancer: review of the prognostic utility of TILs in early stage triple negative breast cancer (TNBC).
Breast cancer has been one of the last tumor types to see benefit from immunotherapies. Yet, immune infiltrates have been noticed for decades in primary breast cancers. Lately, quantity of tumor infiltrating lymphocytes (TILs) have been reported to have strong prognostic value in improving estimates of distant recurrence-free survival, disease-free and overall survival in early-stage triple negative BC (TNBC) treated with standard adjuvant/neoadjuvant chemotherapy (Level 1B evidence). Quantity, as a percentage of tumor stromal infiltration, is based on an evaluation by pathologists using light microscopy on H&E stained glass slides (see method at www.tilsinbreastcancer.org) [1,2] at time of diagnosis (pre-treatment and in the residual disease post neoadjuvant chemotherapy). Whilst TILs are currently not used for treatment allocation, this is an active area of investigation. Combination of atezolizumab with nab-paclitaxel in a phase III study has recently seen success in terms of improved progression free and overall survival for the PD-L1 -positive population of metastatic TNBC in the first line/newly relapsed setting [3]. This has led to approval of atezolizumab for use in this setting. However, this population was only 41% of the trial population. Data in advanced breast cancer currently suggest requirement for enrichment of the population for preexisting anti-tumor immunity for benefit to PD(L)1 inhibition. Checkpoint inhibitors are currently being investigated in the early-stage setting in a number of phase II/III trials in TNBC with various different anti- PD-1, PD-L1 and CTLA-4 agents. In this context, we will face issues of the best chemotherapy backbone, the possible detrimental role of steroids and growth factor support, risk of overtreatment, differences between PD-1 and PD-L1 inhibition and if we can use a biomarker to effectively escalate or de-escalate chemotherapy and/or use checkpoint inhibition in this setting.